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(57) Abstract: A froindazole derivative represented by the following 
formula (I), which has an aminoalkyl in the 1-position and an alkyl in the 
7-position, or a pharmaceutical ly acceptable salt thereof. The derivative 
has high selectivity for 5-HT 2 c receptors and excellent agonistic activity. 
(In the formula, R 1 , R 2 , R 4 , and R 5 each is hydrogen or alkyl; and R 3 is 
an alkyl.) Also provided: are a medicinal composition comprising the 
froindazole derivative or pharmaceutical ly acceptable salt and a phar- 
maceutical ly acceptable carrier, especially a medicinal composition for 
the treatment of central nervous system diseases such as sexual function 
disorders; a process for industrially producing the froindazole derivative 
or pharmaceutical ly acceptable salt: and an intennediate for use in the 
process. (I) 
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\z&mmmmw<D*mnm&&m<Dfemmmmmm%\zmi-z>o 

z e> \z*mmt. my >#v*-)imm&y*\*^<Dmmm^\z : mm-i£*iz>& 
oxmwmmmxiz^<Dmm}£<Dmm*fflmzmTz>o 

5-HT 2C §m 2.iz*unmmztt$;i,T£>Vs toy^wnt^izitm 
e/j$ft-cum^\ ^mmz&mm. mz.it* vtmmm. to* z>-d. mmm 

#!|{C|lil#LTl^£3f*-£:ftTU-5 (Curr. Opin. Invest. Drugs 2 (4) 317 
(1993)) . ^oT5-HT 2C 5Sfr7^— ^ htt±fS*im©^l»X(4j&aeCWffl 

5-HT 2c Iilt:7d-XhiL/T, 1 £ / TJWU^W U E.O^F!& 

Sl^\-^P^^Ii-&U/c-f >yV-;U^^i* (W098/56768) *fgB^$tlTU*. t 

nmm. to. siewssKOTftscwfflT&s. 

U7S:^e>s W098/56768 |CM^|C|EK$tl7t'fb^(4> 5 - H T 2A g#& 

ot, 5-HT 2A SSfrlC*r-rS«W1Sk*«<g<, 5-HT 2C S#f*|Z*tUefcyjIi 

W098/56768 IC(i-t<0®jt&ch UT, mXlt 1 fSLlcTO^Jfe^WT^TS / 
T>M^U#^UTU<5 (S) -2- (7-l^-IH-fi; [2*, 3 - el 
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*mmmt* 5 - h t 2C &m-mzmum^miRn£mntz73-x nst^ 
<Dmm, TiEit ( 1 ) Ti$n§ 1 mzy $. j 7 jv^-jv^ui mz7 ju*)^-? 

^yn-O-^-J-Jimmmt. W098/56768 (C-fl£ira^$ftTU<5#\ *#6<3 

izitmm^nxi^i\mm^<mx'$> u, 5 - h t 2A ^mzM?%ftm&mC 
mmmz^mmmmm(D^uwm^mm<D^mmtuxmmx$>^zt^Ki\rd 
mt>, *mmi*T&& ( 1 ) x-Tjkznz 1 mz7~s 7 )v*)\,jktfi mzr )v 
mzmmznz>i&izM-tz> 0 
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R\ R\ R 4 J&tfR 5 : m— X(*S£oT--HX(i7;MrJ!U 
R 3 : 7Jl*)\,) 

*mwit-&w (i) its i?^u<(i, r\ r\ R A %.z£R 5 tim-5uzmte^ 

R 3 #>3Mk x?Mk e;uxte^v:/^;u-c&iK r\ r 2 &#r 5 #^- 

#£U<{£. (S) - 2- (7-X3MU-1 H-7P [2, 3-g] -f>yV- 

i — f;b) - i ->^;ux^75>\ (s) -2- (7 -x^;u- 3 
i h-7p [2, 3- g ] -o^v-^u-i — rno -i-*^;ux^u 

7^ (S) -2- (3, 7-^X^U-l H-T7P [2, 3-g] -O^J 

-;u-i— ou) - 1 -^^;hl^^7S>, (s) - 1 -*3\>u- 2 - (7- 
^□bf;u-iH-7P [2, 3 - g] >#\r-)V- 1 x^ji^t^>. 

(S) -A/-XfJP-2- (7-X5 L ;U-1 H-7P [2, 3-g] -f >^V~ 

)V- i --r;u) - 1 ->fjnws>, (s) -2- (4, 7->?x5 L ;i'- 
1H-7PI2, 3-g]«r>^V-ju- 1 --ou) - 1 -y^ux?-;u7 5>. 
(s) - 2- (7-y^;u- i h-7p [2, 3-g] yyy-ju- 1 — r;u) 
- 1 -^^ux^;u7S>^u<ii (s) -2 - (7 --c v^>^;u- 1 H-y 
p [2, 3-g] -f>^y-;u- 1 -1 -^^ux^;u7^>3i{«m 
^icrp^^n^^o^^u. ifiiciffSKii (s) -2- (7-x^;u- 

1 H-7P [2, 3-g] -O^V-^- 1 — <)V) -1 -^5^;UX^;U7^> 

^SfC^B^Hl*. ^B^b#^ (I) T^§7P^>^V'-^iiftOI 

W»lSijjfeT?{4, ±^3L/ s(><?y-)mm& (W098/56768) <DtaS&|C&£I 
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JSbJc3T§fl:U aMSUBft^* ( I ) OTC+BM* (V) ^SSa&Sjtt. coa 
1 ) <k^«5 ( l I ) £s Bm^ftT7*>;Mbf *C<tT» ffc^fcl < I I I ) *« 

2) i ) Ti#e»n7c<b^#i din £it7u-r3c<tT\ ( i v) zmm 
u 

3) 2) T»e>*ifc<t^Bi (iv) ^14^#TTEJfc£i±3c<i:T% <b^ 
(V) £©i£U • 

4) 3) (v) 7sy^s$nfcTsy7;u+;Kb»j^s 

5) 4) T?fte»ti>b<b^ (v i ) ^^a-rsctr, ^mMtttW ( i ) -c 
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(VI) (I) 

R\ R 2 , R 4 JSlUR 5 : m-5U*mtSi?T-H5ll3.TJl>*Jl> 
R 3 : T)V*c)V 

R 6 : 7 5^<DftiI. UTW». ) 

Sfc*SIWl±. *5feW<k^«» ( I ) <Dmm<Dfz®<D. TIBxt (II). (II 
I ) % (IV). (V) mis<lt (V I ) Xtt-tOttflDfiSf B#i: UTOttffl 
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&z>*mwit&w ( i ) (Dmm*m&tuxmmtzTttt ( i i i ) . dv) 

ttmz^v, *mmm.^WiW (in), ( i v) xii (v.) (i^if-c^ 
WLttmmm* m# d i d, ( i v> xi* (v) frB>*mm<k&to ( i ) 
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**W«3t*flB# (IM), .(IV) XI* (V) I*. ffSKIt R*tfi** 
-H, ^^UXttx^UTftft^RiflttJftflllH* ( I I I ) » (IV) X(i (V) 
©aWISH* (Ml), (IV) Xli(V) 

( I ) OSajfi^HfrtUTWffl^TIE^ (V I ) XI4^CDJ&£ 

mi* (v i ) laajres. *fc*ffew»a&«i : 'iHW* (v i ) fre>*fS0/Mfc^#) c i ) 



7 



.0183487A1 J_> 



WO 01/83487 



PCT/JPOl/03556 




*56W«»*IBtt (VI) Its »*L/<tt, R\ R 2 . R 4 &tfR 5 #B-Xte 

Rftot-H, >^-^x»ix^-;uT***siw«ja*«# (v i) -e&y, ££> 

IC»*L<I4, R»#*?Jk X^Jk ^nejUXtt-f V7'^UT^y. R\ R 2 

h+5/*;^=^'c*u» R 4 *«^^T*yjaoR 4 *tiKfti/Ti^a*oat# 
et«t rs; E«Tfc**iSfi>ittit i FiBH* cv n -c*u» *&ic»gu<Gt, r 3 

arXR^^^UT^U* R\ RWR^-HTfeU, R'tfi t e r t-Z?b 
^y^;l/^z;i/T* U 19 R 4 ^i^lTl^Ki©tEftiet^ (S) WLWX*$>2> 

0OiLtf* ;*^Jk JX^Mk ^PtVk •fV^ntfJk ?^;k -fVT'^k se 
c-7^k t e r t -T^Jk <^>3^k <<V^>3Mk **^>^k t e 

r t -^>^;k ^**>;k -fv^+^k ^^;k ^-^^;k y — 
$/jnw«i«fe>tu $?£u<i£. ;*^;k x^jk ^ntr;k <y^pe;k 7* 
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I*. 01*. tf, ttflft. ft*b*JM» a*fc*«Bfc ML ffitt, y>W*G>MHfc 

4m BW& -?n\Z*>WLs ~>olO& 7P>i. ha£1& y^)m. 

>fc* U>=fl& £x>$t **>*;i>7fc>^ x*>x>U*> 

*HP^b^ (i) X(i*OS0I^WfCrF§sns«stt, **n#k x 

£t>ic *%H<fb«4fe ( i ) (cut. ^#rticfcuTftat$nT*5iw<b^ ( i ) 
-r^T^&n&o ^mmt^^\ ( i ) <oyu ^^^^^^.-r^mt^xi-x. prog. 

Med. 5:2157-2161 (1985) ICfE»£*lTU5S^ ]£JII*J£ 1990 rSKAOM 
§gj m 7 #^ISH- 163-198 |C|SK^tlTUS«*^lf 8>tl^. AH 

An^^lCcfcUXli^S^fi^^TT^B^-fbtr^ (i) «>i»T 

5>Xli2gi75>lC)l^T'^-5ST'2&y. <«^tf-NH-C (O) -Tfrf-M 
-N H-C (O) -O-TJU+Jk -NH-C (O) -NH-7JWXIi-N 
H-CH 2 -0-C (O) -T)\s*r)Vmifimih*l%>* 

*mmm&(Dmmtemm*m&T~&%*mwmm*®& oik ( i 
id, (iv). (v) xii (vi) i±v a^^it^MJi \zn? ztiz&vm. 

ffi& U>Mv pC^v^jU7|N>^tl<h<D^#AD^7>s^{f 6>tl€>. 

(Slit;*) 

^iSfJJHb^t) (I) tt. TIEcD^B^^il-cfcoTIII^IIC^T^^o 
i1Ii 
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<t^m (mi) jut-zn&its fog® (id ZTisMt-tzztrmm-t: 
*s..sisi4. its® (id izmsi&mmom^teTi'Mtmtm. m%.\*7 

y -jim u < 2 - y p y -jimoTJi^ -jm^ntiK u < & 2 - :/n 

-fbB"^ (ID (*^<7X£5£(Heterocycles, 22, 2313, 1 984 ;W098/5B768) 

ic J: u §g it-r -set * 3 c 



m2xm 
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it-Sty (I V) I*. it^tyl (III) XI4^<7)i&<&^ h>S£M7E"f <2>C<hT 
©iTC^S. SJ&li, jS££87c?Fh MXlt. h U £A, h'J7 

ST. ffSU<li*^ISST"C*S. <t£M (I I I ) (Dt£#J5J5fCffll\6 
ft£ii^ £S£>iSM5&:i£& 0O3.tf» ^HJ^Ax h + -> K> ^MJ^A^h 
+ K\ 7K^<b^- hVOA. 7kmt* V OAJm&J- h U £ U A, 

U< 14^- h U -7 AX b*-> HXttTKK^ h U «5 AlCT^ftm. &/&£:fTo 

t*>bu\, (i v) » v mmmmi-^>^ttj:<:x(D^izm^^c.h^x' 
msum 




it^ty (v) xit^fDrnt. it&m (iv) &m.i&mi ! tT* m^mit-fz^ 
£-cmmrc&&. %.fo\z. it^k (iv) izttummTb^mmommtsi^ m 

flHB. BfElk p-h;Ux>^V*>KXtt^^>^U*>lft**ffll^ 
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it-sty} (v i) it. its® (v) y.\tt(om,tT^y^m^tiT^y7)i^ 

*MmiiVX. mZ-l*s (S) - (1 -^^-2-hyM*yX^) * 
JUAS >m. tert-»IXr;k ( s) - ( 1 2 ->;M" 

+ i>X^JU) >M ter t-^l7fJK (S) - Cl-*9^U 

_2-^bn:^JU) te r t -^JUx^-^UXte (S) - (1 

-*3\>U- 2 - Y*s)\,tt*stt)V) ^>y;HXrJ^ilf 
eti, '»*L/<(4 (S) - d-^-a-hy^+yX^) *^A5> 
K t e r t -Z/f-JteXTrfr-Cto*. RfclZ* itSM (V) XliffDiSCJtb 

ffll\Tfr3 #£U<I** -fb^ (V) (Z>PtbT2 ^fiCO^iz->0 

* >> U >3&&3rMi&<bfc3!H& 7-t h- >S U < (4 2 - ^ y >^(D^ h >SL 
y^fv^aifJl'X-fJk Th7tKP77>gL< itiS* : ¥+)->W<Dx.-'r)l> 
*i % ^y_ ;k i^/-;i,gu<li2-7 , P/V-;^7Jl/3-m T-fe 
h-h'JMIJN, N-y^fWATSH (DMF) ^#i*lft>*U 

fe-s. <b^$ (v i) \zmmmm?z^£te<fc<om.fcizm^zz£is-v%2>o 



12 



BNSDOCID: <WO 01B3487A1 J_> 



WO 01/83487 PCT/JPOl/03556 




*5km<t£%> ( i ) x.iztomm^mzmmzft&i&i^ (v. i > <dt 

5 J OMJ&S&t* C £ \Z<£ U MiMX^ Z>o Rfclts ^DCD^ji (Theodora W. Greene 
and Peter G. M. Wuts, Protective Groups in Organic Synthesis, John Wiley & 
Sons, INC., m\.)JLlttO&M<D*7&&m^X?i?Z.litfiX-&s ft$.L<Um 

m^frmt&tps ittxty (v i) \zm\s&mmo^*m^*y%ibm.m&T\zLi : 7 
mm. &m<t. aa* n&mm<Dmi%<D<tmmi¥%&mux'nt>nz. 

^PJHfc^ ( I ) W098/56768 lZlZmWto\zmM<DtZl^Wite<t^X$> 
U» 5-HT 2C ^#|cMLffin7tT=i-7.h}S14^Wbv i95-HT 2A §§ 
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■r^mmmmmt, ^nmmitizm^^n^m^mmm. tomommi^m 
ut, tjt^jv mum. mum. t)zf±jim. a.sk mm. mmm. mm. 
t&ttmmizm&ztis mam csts-^^^o) ^mmnmzn^ 

*mmk£® ( i ) (dm h\ztt?%&jm**mtmmztiz>mm<Dmvi. &m. 

f^AU^c^ 1 BICP#1 0mg~1 OOOmg, Jf$K«50mg~ 

2 o o m g cohht? i b i m^^>mmz^[^nik^n^t\ s/ctei&A 1 a 

UkfcV. 1 a 1 mg~5 00mg' ff$l/<li5mg~1 0 OmgOii 
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mmmm&iM. : Mmm. mmmo^^mmm. mmnu %mm. mm 

;u<D<fce>&:7JU=3-;uii, tKu v;i^- b 8 o (ffi&&) mtf&Zo co^^i 
mm, zbizwmimk mmrn* mmm. mm* ftmn. &m<tm mx.it. 

mxitrt&TV Tumy^ )u*-&m.T&5&s nmM<om^itwMiz^z>xm 

W098/56768 iCfESfc&Sliffii iCbt^ *3§RBS4jii£ ICcfc U XSIMlcW?"JJC©Jt$tl 
-5. 

<b^#K 7ki^bTJU5 = £Ay3^A£^fflT£C<i:£:<, J;USte7$yj 
;u=^;Mbi|iJ^^fflf sc£K:«fci.K <b^#i (v) o i mzmmizys. syju^ju 

JNfIC. (III) ^rg7EUT»6n^>T;UP-;H^# ( I V) 

&mwm&-r&z\£t3:<s M^xmzm^m*Tfcfo-£-&z>z\£x\ m.*%9<t 

( i ) o^iaf* (v) &mz>m&&[t. z\omo<t£Wixi$m. 
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m iz mfe z n z> t> (d t itfe i * o 
iutic^b^^^i ( i ) <Dmmm*mmizmwir%>o mmmx-mm-r 

Boc : t e r t h^-i/JDUil—fr 

NMR : 'n-mmU^m^^ hJl (DMS0-d 6 , TMSrt§P*p£i) (5 : 
#3f0!l1 

6, 7-ytHn^>y'77>-4 (5H) 

1, 3->^P^>y^3 2. Okg, *KfllthU5Al 0. 3kg, 
«i7"hU^A7. 1 8 k g. ?Jc2 2 0 L<Z>jg)SlC, 4 1. 5%^DP7t 
bTJI^t H7KS)^6 4. 6 k g£An?U 0°C1UTT? 1 B#H«#L,7fc. £/£;£lC, 
6 0L, Ml 8. 7kg^QX., O'CJUTTI 6fl$IHHI#l/£:. 
«TittUjfc&il£aSflUTIfc#, JgJfcj££BMEUT#j£LJfc. 7kiilc h;b:r> 6 4 
L£i»iL, ttWUJfc. W^®^*W7K (KK7K^hU^A8. 3kg/7j<9 0 
L) % M&7k (^CtMJ^A2 4kg/7j<7 4L) TJKfcftfrLfc. W*1JI3: 
3$EE»ll&U 9 8. 4%CD$$Jg^Wr^>6, 7->?fc HP<> % /7^>-4 (5 

16 



BNSDOCID: <WO 0183487A1_L> 



WO 01/83487 



PCT/JPOl/03556 



H) -3->2 4. 8 k g<D hJls^yMM&'Mfco 



NMR:2.09(2H, q), 2.42(2H, t), 2.88(2H, t>, 6.66(1H, d) , 7.69(1H, d) 



5- 1 l<n*WJT>-6, 7-/tKPW77>-4 (5H) 

6, 7-/tFa^>y'77>-4 (5H) -t>24. 8kg, 4fKx^;P 
54. 0 kg(DMUX>1 2 0 LOmmz, tiVOA t-7> + ->M 0. 9k 
g<7^h^t h'077>1 5 0 L©l^^iflX.> O'CmTTO. _5H$HJ!l#L 
fco JKJfcj£lC2ki 2 0LSMfc^ ig^*7kB©pH*«5JUTlc«:S*TAn 

U 7k9 8 LTifc;f>U7t. HJg. W^/i^^K 9 8 LT1St;|Dt„ ?rtt 
Jg$agJBE3tfBU 9 9. 0 XODtfcfltefr*"* 5 - t HP4y^'Jf>- 6, 7 
-ytHP^>V'77>-4 (5H) -t>30. 1 k h^X>M^#fc. 
NMR:2.76(2H, t), 2.86(2H, t), 6.67(1H, d), 7.57(1H, s), 7.66(1H, d) , 10.67(1H, 
s) 

##00 3 

4, 5-ytKP-1 H-7P [2, 3 - si << 

S-tHP + y/f'J^-e, 7-ytHP^>l/77>-4 (5H) 
>3 0. 1 kg(DNH>6 0L, I^y-JH 9 3 5% 

t 7K^J#J 1 2. 6 k g£»QX., 4 5°CJUTT2 2 B^JW L/z„ JKlS 

b^smsiu (s»f*ctic-j:y» 99. o%©tses*wrs3s«fe^s«)4, 

5-yk HP- 1 H-7P [2, 3-^r] -f >^V-JU2 3. 6 7 kg^lfc. 
NMR:2.85(4H, s), 6.63(1H, s), 7.44(1H, s) , 7.58(1H, s) , 12.28(1H, s) 

(S) - (1 - 2 - hy^^+yi^i') *;U/X5'>K 

B o c - L — ;U2 6 . Okg, p-HH>XM-MPU H2 

9 . 6 k g <ZM V ZfU tf JUX— yv/U 2 6 0 L CD^&tC, 7kM<fb± h U £ A7k;S)8 
<7KB£fc± HJ £A1 7. 3kg/7fc26L) 3 0*CJUTt? t 2 mWffl 
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i-^c^iccfcu v m&m&mtzo ;%JuTT-ii^u^i^^4 3. 5 k gom h 

>1 8 0 U 7k 2 2 L(OmMlZ. 7k 3 5 0 L£2lD;t, ^JPTT'^U^c #rfcti L 
^^^•jjigxu. i^-r^ciiCcky, 9 9. 9%©MJg£W^6felSlitf> (S) 
- (1 ->^l/-2-hymyifJl') *;UA-$>m t e r t -7*^)1 jl 

NMR:0.97(3H, d) , 1.34(9H, s), 2. 42 (3H, s), 3.66(1H, in), 3.86(2H, m), 6.86(1H, 
d), 7.48(1H, d), 7.78(1H, d) 

%tm i 

1-(4, 5->'tFP-1H-7P [2, 3 - g] ^ >^J-)l- 7 -<()V) 

4, 5-ytHP-lH-7P [2, 3-g] -(>^V-/|/2 3. 6kg<DSt 
^4 9 k gCD^j^lC, ^^>X;U/tv>^7 0. 6kg, MtK^^45. Okg£ 

m?L. 4 0-5 o°cti mmmw^fzo sctic 2-^d/w-m 2ol^ 
an*., 2 o - 4 o°cti mmmw^fro mm, ^uramm^m^rco -^<o 
*sn£7fc 2 3 o l \zmw&, ^mmt4T. *&<ti- h u atk^s (7jc^b^- h 

U£A5. 8 8kg/7jc5 4L) ^:An^fc„ ^ft Ufci&SII^aiJlXU 3£*£-r<§> C 
ilZcfcU, 9 8. 1 %©^^Wt"§lfe$SfB(D1 - (4, 5-vtHP-lH 
-7P [2, 3-g] I^/>2 3. 7 9 kg£*l§7to 

l\IMR:2.42(3H, s) , 2. 88-3. 00(4H, m), 7.52(1H, s), 7.61 (1H, s), 12.5(1H, s) 
HJS0IJ2 

(±) - 1 - (4, 5-yt KP-1 H-7P [2, 3 - g] >^V-;U- 7 

— r;u) x^v-;u 

1-(4, 5-ytFP-1 W-7P [2, 3 - g] ^ >^V'-;U- 7 -^OU) 

x^/>5. 5 0g^y^;-jk i i om i [cjtuu, 7k;^T. 7K^{b^^^ 

± h U £ A, 1 . 0 3 g 3 0 #P B 1igj$ Ufr. 7K, 5 0ml ^AH*. 

±Mfo5 Om I £TMJ±T(C^£;S$iSL£: 0 I;SICT3 05^££>IC7k 
#T1B#M#Lfc^ 3£ii£}JiilU (±) -1- (4, 5-ytFP-1 H 

-yu [2, 3-g] 7 --r;i/> x^y-;u5. i 9 gzmfc, 
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NHR : 1.39C3H-, d), 2.83(4H, s), 4. 64-4. 71 (1H, m), 5.22(1H, d), 6.37(1H, s), 
7.43C1H, s), 12.23(1H, s). 
3 

7-.X3^U-1 tf-7P [2, 3-g] ^>^y_;u 

(±) - 1 - (4, 5-ytHP-1H-7P [2, 3 - g] -f >#^J-)l- 
1 -4)1) 3L$J-)\,$. 18g|C,X^/-;k 6 2ml t » 2. 5m 
I £*Px.. 7B#PMiftS^U7c 0 ^;UST^JPU^, 1 0 %7kM::>- HJ £ A 
7kj§;£, 12. 7ml fccfc^Tk, 5 0ml £iP;5L, MJETICjg$£3:g£ U£ 0 6 

MigM. i5mi ^aqx.. i-ST?3 Qftmm.wi,tc.ik. $£mzm&. 1 Mttas« 

7KTrJll;^;5fe;^U7t. mZftfc1feM,&*#S-)l,2 5 m I IC;g8?U 1 0 %?kmt 
^hU^ATk^l 3. 3ml£jfjPx. % IST1 5 #raf#U£: e *fc* 4 0ml 

£ap*_. 7jo£Ti mmmwur^mn^mm, jjca^ «s«u 7-x^u-i h 

-yu 12, 3-gl -O^V-JU5. 2 6g^!lfc„ 

NMR:1.31(3H, t), 2.85(2H, q), 6.77(1H, s), 7.32(1H, d), 7.56(1H, d) , 8.09(1H, 
s), 13.29(1H, s) 

mmm 4 

7-X^-1 H-7P [2, 3-^] <iy#-J—)\, 

1- (4, 5-vfc HP- 1 H-7P [2, 3 -g] ^y^j-ju- 7 -JJl) 

x^y>2 3. 6 k g ©i^y-;i,2 4 o tommmz. 7km<t*6mi-[-vv 

A2. 2 1kgm 2 0- 3 0°CT: 4 mffiM&Ufc a JsimmiZ. 38. 9% 
^16. 5kg£iDx. % 7B#F B ^ngiS5fEUrco JS^€:MJ±;l^UT?#7ce;S 
BIZ. 3 8. 9%ii3 3. 2 k g, 7h9 0 L^iiq^, JWl^Co flrfchUfclNI 
£;/t!xU7c:o ^-©^H^^ / -;H 8 0UC}§fl?U 7h^k^- h U 2 A7k}g;£ 
(7jcM^h'J'7A5. 1 6 k g/7k4 7 L) &1to7Ltc 0 ffjfT. ?K 3 1 0 L£ 

ap*.. #£pu *TaiU7t^^^;jiixu, Szm-f&ztiz&v, 9 6. 5%o^jg 

^tt^^f feISi© 7 -i^b- 1 H-yn [2, 3-g] -r>^V-;H 9. 

7 4kg ^^Ifco 

NMR:1.31(3H, t), 2.85(2H, q), 6.77(1H, s) , 7.32(1H, d), 7.56(1H, d), 8.09(1H, 
s), 13.29(1H, s) 
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H«J5 

(S) -2- (7-IfJk1H-7P [2, 3-g]-f>>V-Jk-1-'f^) 
- 1 -/fMW5>1 /2 3A^IH 

7-lf;h1H-7D [2, 3-^] -r>y x /-;H 8. Okg, ( S) - 

(1 ->3\>U-2- hyWylf;l/) ;bJl^5>l& t e r 
7^U35. OkgON, N-y^fMM7S H 2 7 0 L(DMlC K^ty 
£ A 6 3 . 0kg ^P.*., 6 0 - 7 0 °CT 2 5 HrlHfll#Lfc. J5/&!l;1;£lC. 7k 
2 7 0 L, SKl^H 8 0 L^jPTLfc. KJS»*»iaUT^jBEUfc. TKJglCSTF 

mfjH 8 o L&mx. ttaiU7to ng, Tkaicamx^-jn s o L&imz. 

MbJiiUfc. WflSJS^— U (*ftthUi>A5 9 k g/7kl 8 0L) T 

}&&urz. i*mm&mi±mmis-cmfr i (s) -2- <7-x^;u-i h-^p 
[2, 3 -g] -r 1 - 1 -^f mww *^/<5>» *• 

e r t -7>;UX^^;KDHfMX^;P2 7 L<D$IC 4 MttflyJcafc-BFBfcWJU 
2 kg$M. 2 6^JaTT3H$H)«#UJfc. u 
£A7kyg}& (^^»UC7A5 6. 1 kg/7k1 8 0 L) ^rflnxTc:., JSCT^:^ 
l/T^jgUfc. WM^MtK (&fl:^h l J£A2 2 k g/7k6 8 L) Tift^U 

A^i5. 7i k g m ^pifc. tfftbL^rB^^ix-r^ciiCcfcu, m 

%£&&nfCo ffi&H9. 2 3 k g |CX^y-JH 8 0 U 7k3. 5 L^iDx.fe 0 
2U 7k 0. 1 8 LT«l/fc. 3t3ft*«»T» /££PU7Co «fffi U3t»S*»5l 

u $^§-r^c«htCctu, 99. 5%<D$6££ 3 rr£H*Bfet£a© (s) -2- 
(7-x^;u-i H-;7n [2., 3-g] -fy^y-;u-i --ou) -1 

H»J 1 , 4 5 ilHl^O^ iCcfc U . USSflO 6 1 2 (Dit'&tfa&mtz.o 
MMWQ : (S) -2 - (7-X3^U-3-*5^l/- 1 H-7P [2, 3-g] 

%mmi ■: (S) -2 - (3, 7-v?I^-1H-7P [2, 3-g]-f>^ 
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mmms : (s) -i -*3mu-2- 1 H-?n [2, 3-^3 

mmM9 : (S)-W-IfJl/-2-(7-I^-1H-7P[2, 3 - fr] 
HSfcjll 0 : (S) - 2- (4, H-!7P[2, 3-gM>^' 

nmmi i : (s) -2- (7-7*^-tH-7P [2, 3-^]-r>^y- 

HJIS0O1 2 : (S) - 2- (l-fV^^-l H-7P [2, 3 - gr] W > 

ex. :nm$mf% 

Me : 
Et : 

Pr : ZfU fcVU 
Bu : y~J-)V 
iBu : -fV^JU 
Pen : ^>^)V 
Hex : ^*>;P 
Hep : s\Zf^)U 

Oct : j-z^ju 
Non : /— ;U 
Dec : "risJV 

MS : x'T.X-^^ HKm/z) ([(M+H) + ], FAB) 
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R 5/ 



Ex. 


R 1 


R 2 


R* 


R 4 


R b 


Data 


5 


H 


H 


Me 


Me 


H 


MS : 244 

[a]f=-3.6(c = 1.0, MeOH) 

NMR:1.02(3H,d),1.34(3H,t) > 2.31 (2H,s),2.88(2H,q),3.49(1 H, 
m),4.48(1 H,dd),4.59(1 H,dd),7.1 9(1 H,s),7.37(1 H,d),7.57(1 
H,d),8.13(1H,s) 


6 


H 


Me 


Me 


Me 


H 


MS : 258 

NMR:1.12(3H ) d),1.34(3H > t) I 2.51(3H,s),2.87(2H ) q),3.55-3.75 
(1H I m),4.58-4.79(2H,m),7.32-7.38(2H,m) > 7.52(1H, d), 8.39 
(3H,brs) 


7 


H 


Et 


Me 


Me 


, H 


MS : 272 

NMR:1.12(3H > d),1.29-1.38(6H,m) ) 2.82-2.99(4H,m),3.60- 
3.75(1 H,m) > 4.60-4.84(2H l m),7.32-7.40(2H,m),7.55(1 H, d), 
8.46(3H,brs) 


8 


H 


H 


Et 


Me 


H 


MS : 258 

NMR:1.00(3H,t),1.12(3H I d) > 1.74-1.84(2H,m),2.82-2.85 (2H, 
m), 3.68-3.75(1 H,m),4.67-4.74(1H > m),4.80-4.86(1H, m), 
7.38(1 H.sJJ^IH.dJJ^IH.dJ.S.1 9(1 H,s),8.30-8.40 
(on.brs) 


9 


H 


H 


Me 


Me 


Et 


MS : 272 

NMR:0.96(3H,d),1.07(3H,t),1.33(3H I t),2.67-2.90(4H,m) > 
3.35-3.41 (1H,m),4.50-4.56(1H,m),4.69-4.74(1H l m),6.52 
(1 H,s),7.1 9(1 H,s),7.36(1 H,d),7.56(1H,d) l 8.1 3(1 H,s) 


10 


Et 


H 


Me 


Me 




NMR:1.11(3H,d),1.28-1.37(6H,m) l 2.85-2.90(2H ) m),2.93- 
3.02(2H,m),3.55-3.72(1 H,m) l 4.65-4.75(1 H,m),4.78-4.88 
(1 H,m),7. 1 8-7.22(1 H,m),7.32-7.35(1 H,m),8.25(1H, s), 
8.43(3H,brs) 


11 


H 


H 


Pr 


Me 


H 


MS : 272 

NMR:0.95(3H,t),1 . 1 1 (3H,d),1 .35-1 .47(2H,m),1 .70-1 .80 
(2H,m),2.86(2H,t) > 3.65-3.78(1 H,m),4.71 (1 H,dd),4.84 (1 H, 
dd),7.38(1H,s) J 7.40(1H,d) ) 7.60(1H,d),8.18(1H,s),8.31- 
8.48(3H,brs) 


12 


H 


H 


iBu 


Me 


H 


MS : 286 

NMR:0.96(6H,d),1 .11 (3H,d),1 .59-1 .70(3H,m),2.82-2.87 
(2H,m),3.65-3.76(1H l m),4.68-4.75(1H,m) I 4.82-4.89(1H l 
m),7.40(1 H,d),7.42(1 H,s),7.59(1 H,d),8.1 9(1 H,s),8.42- 
8.52(3H,brs) 



22 



BNSDOCID: <WO 0183487A1_I_> 



WO 01/83487 



PCT/JPOl/03556 



R 1 r2 




No. 


R 1 


R 2 


R 3 


R 4 


R 6 


1 


Me 


H 


Me 


Me 


H 


2 


H 


H 


Me 


Me 


Me 


3 


Me 


Me 


Me 


Me 


H 


4 


Me 


H 


Me 


Me 


Me 


5 


H 


Me 


Me 


Me 


Me 


6 


Me 


Me 


Me 


Me 


Me 


7 


Et 


H 


Me 


Me 


Et 


8 


H 


Et 


Me 


Me 


Et 



No. 


R 1 


R 2 


R 3 


R 4 


R b 


9 


Et 


Et 


Me 


Me 


H 


10 


Et 


Et 


Me 


Me 


Et 


11 


H 


H 


Bu 


Me 


H 


12 


H 


H 


Pen 


Me 


H 


13 


H 


H 


Hex 


Me 


H 


14 


H 


H 


Hep 


Me 


H 


15 


H 


H 


Oct 


Me 


H 


16 


H 


H 


Non 


Me 


H 



MMGU 3 

t h (D 5 - H T 2 c Jktf 5 — H T 2 t&mVmm CHO I \Jfc» P I -hy d r o I y s i s 

assay £fjofe 0 E C 60 fiil**j*JBIaJ»^«f lC«fc y»ffiUfe. ZL(D&m&&3\Z 





5-HT 2C 


5-HT 2A 


ii!Ktt(5-HT 2A /5-HT 2C ) 


■ nmm 5 


1 . 0 


9 3 


9 3 




1 . 5 


1 3 


8. 7 



*tftfc^ifo : W098/56768 1 1 ( (S) —2— (1 H-7P [2, 3 
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mum 1 4 

(Berendsen & Broekkamp, Eur. J. Pharmacol., 135, 179-184 (1987)) 0 y 

z<Dt£^ mmm 5 (D^mtm^^mm^o . 3 m g / k g , P o co&i\ 



.0183487A1J_> 
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Ift $ 0 a 



R 5/ 

R\ R 2 , R 4 &tfR 5 : Xliift^T-HXIi7^ ' 

r 3 : 

2. R\ R 2 , R 4 S^R 5 ^P1— Xli*fcoT-H\ y^Xttx^TJbSSI 

3. R 3 ^>^;k x^;k ^pif^xii-f v^;ut?*u, R^^^u-c&y 

A. (S) - 2- (7-Xfjl/-1 H-7Q [2, 3 - fir] -f >#y—)lr- 1 - 

^ou) -i-^^x^jsx (s) -2- (7 -x^;u- 3 1 

H-^n [2, 3-g] -f 1 —•iJV) - 1 -^;UX3MU7S>\ 

(S) -2 - (3, 7-yI^-1H-7P [2, 3 - g ] -O^V-JI/- 1 

— <;io -i-^wwsx (s) -i-y^;u-2- (7-yptf;i/ 

-1H-7Q [2, 3-g"] ^>yy-;U- 1 -f^) X3^M/75>, ( S) - 
/V-X^U-2- (7-If;k1H-7P [2, 3 - g] 4>&*J—)V- 1 - 
-r;p) - 1 -^^;ux^;ut^>. (S) -2 - (4, 7-yI^-1 H-7 

□ [2, 3- g ]-r>^y-ju- i -4)V) - 1 -^^;ux^;u7^>. (s) - 

2- (7-7*fjhiH-7n [2, 3-g] >r>y x y-;i/- 1 -- r;io -1- 

^^UX^U7$>^U< li (S) -2- (7--TV^>3MU-1 H-7P [2, 

3- g] -O&V-Jl- 1 --fJU) - 1 -^^X^UTSVXteSfc^MlCi* 




(") 
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5 ( S ) _ 2 - (7 -OL^Jl- 1 H-7P [2, 3 - 1 - 

7 . 5-ht 2C 7 v-rfo&mmmmm e JiiBi^iiiM^i. 

11.1) Tl£5t (V) T-^ft^fc^]^ 



R3 — / 
R 3 : 7)l*M 

1Sj£ (VI) T^n^t^i^iHtu 
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R\ R\ R 4 &ZSR 5 : l^-X(*^&oT- BXteTJM^ 

R 3 : 7)\/*Jl> 

R 6 : 7$/©i*Il) 

2)1) Tltt>tlfc<b^ (VI) ^ B5M$irr<5;i£^b&<?K TfE5£ ( I ) 




(i) 



<R\ R\ R 4 J3lUR s : XliSft-DT- HXliT^JU 
12. 1 ) TI55* ( I V) T^StlSfll^ft** 



R 3 




OH 

R 1 &£*R 2 : PI— jm^fcoT-HXIiTJMrJU 

r 3 : 7)V^-)V) 

Kllfe^T -C J£ £ 1+ 3 - £ T% TIB^ (V) T^n^fc^^itU 
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R 1 JkZ$ R 2 : p)—Xli«fcoT-HXtt7;Mr;b 
R 3 : ?)V*r)\,~) 

2) 1) tlbtlfciM (V) 2\ TS.Stf&mZtlfrT^STJl'drMtmts 




R 3 : 
R 6 : 

3) 2) T1#t>tl^t^ (VI) £\ JBtffcg-rSC^efcS. 
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R 3 : T)l*)l) 

13. 1 ) TIBit ( I 




R 3 : T)\t*r)V) 

m7lTZ>Z.t-Z\ TfS5$ (I V) T^tl^fc^J^ffiliSU 
? R 2 



OH 

R 3 : TJMrJU) 

2) 1 ) Tl#en^b^ (IV) ^ Ktt^TTSJEBSlJrSCliT. TiBiE 
(V) T^£tt^ft£t)£iS;tU 
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3) 2) xmzntcit^w (v) y^y^s^nfez^/T-^+^HbS'j^s 



R 3 : T)V^r)V 

R 6 : 7$y^H) 

4) 3) T-#£>n/c<tm£) (vi)^ trit^^i^e.^. tib3£ ( i ) 




(VI) 




(i) 



R\ R\ R 4 JSlUR 5 : XttSfcoT-HXttT^M^I/ 



R 3 : 7)ls*)l) 



14.1) TIEst ( I I ) T^SnSfl:^, 
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o 



R 3 : TJMrJU) 

2)1) X-m^ntczit^ (Ml) ^rSTfct"^) CI <hT\ TfEiS (IV) 



R 3 




OH 



R 3 : 7)\,*)V) 

3) 2) Tfc&tlfc-fb^fo (IV) ^ Stt^frT-eSj£$t§CiT% TfiSit 
(V) T*^£tl£<b1=ft}£SHiU 
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N 



(V) 



R 3 ' 

R 1 &tfR 2 : p|-XI«3S:oT-HXIi7;WU 
R 3 : T)\,*)V) 

4) 3) T-mznrcit&w <v) 7 s y ^#s$ 7 s y 7^+;Mi:i t , 



R\ R 2 . R 4 &tfR 5 : 1*0— X(±*a:o-C-HXC47^;W 

R 3 :TJl/+;U 

R 6 : 75/<oni) 

5) 4) Tl#e>nfc<k^ (VI) B^Htf^ TIES ( I ) 





R\ R 2 , R 4 Rt/R 5 : |h| 
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1 5. TIBS* (III), (IV), (V) %ls<lt (V I ) xii-e-ojgo 




R 6 : 7 5 y CD <£!!«) 
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